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DETAILED ACTION 
Response to Amendment 

1 . Claims 85 and 86 have been amended as requested in the amendment filed on 
June 13, 2008. Following the amendment, claims 85-90 are pending and will be 
examined upon their merits in the instant Office Action. 

Claim Objections 

2. Claims 87-90 filed July 28, 2007 and recorded as entered in the Office Action 
mailed December 20, 2007 appear to have been cancelled but the claims lack a proper 
Status Identifier as set forth in 37 CFR 1 .121(c). The current status of all of the claims 
in the application, including any previously canceled or withdrawn claims, must be 
given. Status is indicated in a parenthetical expression following the claim number by 
one of the following status identifiers: (original), (currently amended), (previously 
presented), (canceled), (withdrawn), (new), or (not entered). Appropriate correction is 
required. 



Claim Rejections - 35 USC §112 

3. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

4. Claim 85 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The Claim recites "physiological levels" of albumin, however, 
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the specification does not clearly define what concentration range is considered to be 
physiological. 

On page 4-5 of Remarks filed November 5, 2007, Applicant traverses the 
rejection on the grounds that definiteness of claim language must be interpreted not 
only with respect to the disclosure's content but also what is taught in the prior art and 
what one of ordinary skill in the art would interpret that limitation at the time of the 
invention. Applicant submits in Exhibit a website of the Australian Proteome Analysis 
Facility that says, "plasma has an extraordinary protein concentration range. There is a 
1012 difference between the concentration of the most abundant (albumin; ~60mg/ml) 
and rare abundance proteins." While this has been carefully considered it is not found 
persuasive to overcome the rejection based on indefiniteness. 

While Applicant's reference teaches an albumin plasma concentration similar to 
that of claim 86, there is no date assigned to the reference or other indication that this is 
a teaching that was known in the art at the time of filing. Examiner has provided two 
other prior art references cited in previous Office Actions and reiterated here: The 
following reference demonstrates that albumin is 644 micromolar in healthy adults 
{Table I; Bohrmann et al. Journal of Biological Chemistry 274(23): 15990-15995, June 
4, 1999) and Biere et al. Journal of Biological Chemistry 271(51): 32916-32922, 
published December 1996, in which physiological concentrations of albumin as defined 
as nanomolar concentrations (pg. 32916, last paragraph). These concentrations known 
in the prior art are an order of magnitude off from the concentration defined in Claim 86 
("up to 60 mg/ml"), and thus, constitute a claim limitation that is "repugnant within the 
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art" at the time of invention. Therefore, one of ordinary skill in the art would not be 
reasonably apprised as to the metes and bounds of the invention and the rejection is 
maintained. 



Claim Rejections - 35 USC §112 

5. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

6. As currently amended, Claims 85 and 86 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for an in w'fromethod of 
forming an immune complex comprising contacting beta-amyloid with a specific 
antibody in the presence of human serum albumin and detecting the immune complex, 
does not reasonably provide enablement for the method practiced in vivo. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to use the invention commensurate in scope with 
these claims. 

The factors to be considered in determining whether a disclosure would require 
undue experimentation include (1) the quantity of experimentation necessary, (2) the 
amount of direction or guidance presented, (3) the presence or absence of working 
examples, (4) the nature of the invention, (5) the state of the prior art, (6) the relative 
skill of those in the art, (7) the predictability or unpredictability of the art and, (8) the 
breadth of the claims. In re Wands, 8 USPQ2d, 1400 (CAFC 1988). 
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Although there was no rejection made, on page 6 of Remarks filed November 5, 
2007, Applicant indicates Table 7 as evidence of enablement for in vivo use of the 
invention. 

With respect to claim breadth, the standard under 35 U.S.C. §112, first 
paragraph, entails the determination of what the claims recite and what the claims mean 
as a whole. In addition, when analyzing the scope of enablement, the claims are 
analyzed with respect to the teachings of the specification and are to be given their 
broadest reasonable interpretation that is consistent with the specification. See MPEP 
21 1 1 [R-1], which states: "During patent examination, the pending claims must be 
"given *>their< broadest reasonable interpretation consistent with the specification." In 
re Hyatt, 211 F.3d 1367, 1372, 54 USPQ2d 1664, 1667 (Fed. Cir. 2000). Applicant 
always has the opportunity to amend the claims during prosecution, and broad 
interpretation by the examiner reduces the possibility that the claim, once issued, will be 
interpreted more broadly than is justified. In re Prater, 415 F.2d 1393, 1404-05, 162 
USPQ 541, 550- 51 (CCPA 1969)". 

As such, the broadest reasonable interpretation of the claimed method is that it 
encompasses a method for forming an immune complex comprising any beta-amyloid 
protein, any epitope within said protein and any anti-beta amyloid antibody. The claims 
read upon the method comprising an antibody raised against any beta-amyloid protein 
and the process by which it forms an antigenic complex in the presence of 
physiologically relevant human serum albumin, including the formation and of an 
immune complex in vivo between naturally occurring autoimmune antibodies and beta- 
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amyloid, which would inherently occur under physiological concentrations of human 
serum albumin, and the detection of said autoantibodies by in vitro assay. 

As opposed to the claims, what is disclosed about the claimed method is narrow: 
The invention is based upon the finding that purified 5A1 1 monoclonal anti-A(3 antibody 
binding to 125 l-A(3i-4o was unaffected by the presence of human serum albumin (HSA) at 
60 mg/ml, even though this was a 500-fold molar excess over the antibody 
concentration (Table 3 and pg. 26 lines 7-11). This is the sole working example, and it 
is directed to the formation and detection of an antibody immune complex in vitro, and 
the results are not predictive of the method successfully performed in vivo. Table 7 and 
the paragraphs preceding, to which Applicant reference to in Remarks (see above), 
provide evidence for the detection of the 125 l-ABi_ 4 o antigen alone in a blood sample and 
does not provide guidance as to an in vivo method of detection for the immune complex 
comprising antigen and antibody, as required by the claims. One of ordinary skill in the 
art would appreciate that the use of the method in vivo requires considerably more 
guidance and direction than that disclosed within the specification. Since the 
disclosure provides no guidance, it is not enabled for the use of the invention to the full 
extent of the scope claimed. 

The state of the art at the time of filing established that the in vitro formation and 
detection of immune complexes in general was well known within the art. The 
specification outlines the general steps by which antibodies are made and immune 
complexes between antigen and antibody are formed, and Applicant correctly asserts 
that the production and use of antibodies is a "mature field" with a high level of skill 
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(page 7 paragraph 2 of Applicant's Amendment dated June 1 , 2007). Examiner does 
not argue that one of ordinary skill in the art would be able to readily practice these 
steps in vitro. However, Applicant fails to provide guidance as to how the method is to 
be practiced in vivo, as encompassed by the requirements of the claims. If the effect of 
the invention is for the purposes of "sequestering free beta-amyloid" as the specification 
recites, there is no enabling guidance or support as to how one of ordinary skill in the art 
would practice this method in vivo, nor is there guidance as to how the last active step 
of the method drawn to the detection of the immune complex is to be performed in vivo. 

Applicant states in the specification (page 26) that the finding that -89% of beta- 
amyloid is bound to albumin in human plasma "raises the concern that the bound 
albumin will interfere with antibody binding" and indicating that, at the time of filing, 
much unpredictability within the art remained with respect to the formation of immune 
complexes of beta-amyloid in the presence of in vivo physiological levels of human 
serum albumin. The instant specification goes on to state that the finding of binding in 
the presence of 60 mg/ml of human serum albumin is evidence of definitive binding of 
amyloid to specific antibody under physiological conditions. Firstly, as stated in section 
4 above, what Applicant is seemingly defining as a "physiological levels" in human 
serum appears to be at least an order of magnitude off from the concentration known in 
the art at the time of filing. Furthermore, based on the findings of many research 
groups, it was well-appreciated within the art that serum albumin serves as a blocking 
agent by binding to amyloid protein and inhibiting their binding to other peptides 
including specific antibodies (see abstract, Bohrmann et al. 1999). Bohrmann reports 
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that this binding of serum albumin to amyloid provides for the rapid turnover of free 
amyloid beta peptides and provides that the reason why beta-amyloid deposits are only 
formed within the CNS is because the physiological albumin concentration of 
cerebrospinal fluid is only about 3.0 micromolar, which his not enough to provide this 
inhibitory effect. (Bohrmann et al. page 15994, Discussion). Given the discrepancies as 
to the definition of a physiological level of serum albumin, and the rapid rate of turnover 
of free amyloid within the serum, and without specific guidance within the instant 
specification as to how to perform methods of detecting an immune complex within 
serum in vivo, one of ordinary skill in the art would have to perform undue 
experimentation in order to perform the last step of the method and use the invention to 
the full scope of the claims. 

The standard of an enabling disclosure is not the ability to make and test if the 
invention works but one of the ability to make and use with a reasonable expectation of 
success. A patent is granted for a completed invention, not the general suggestion of 
an idea and how that idea might be developed into the claimed invention. In the 
decision of Genentech, Inc, v. Novo Nordisk, 42 USPQ 2d 1001, (CAFC 1997), the 
court held that: 

"[p]atent protection is granted in return for an enabling disclosure of an invention, not 
for vague intimations of general ideas that may or may not be workable" and that 
"[t]ossing out the mere germ of an idea does not constitute enabling disclosure". 
The court further stated that "when there is no disclosure of any specific starting 
material or of any of the conditions under which a process is to be carried out, undue 
experimentation is required; there is a failure to meet the enablement requirements 
that cannot be rectified by asserting that all the disclosure related to the process is 
within the skill of the art", "[i]t is the specification, not the knowledge of one skilled in 
the art, that must supply the novel aspects of an invention in order to constitute 
adequate enablement". 
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The instant specification is not enabling because one cannot follow the guidance 
presented therein and practice the claimed method to the full scope of the claims 
without first making a substantial inventive contribution. Therefore, Claims 85 and 86 
are rejected under 35 U.S.C. 112, first paragraph, for failing to meet the enablement 
requirement. 

Claim Rejections - 35 USC § 102 

8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

9. As currently amended, Claims 85 and 86 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Biere et al. Journal of Biological Chemistry 271(51): 32916-32922, 
published December 1996. 

Claims are drawn to a method of forming an immune complex comprising 
providing beta-amyloid in the presence of physiological levels or up to 60mg/ml of 
human serum albumin; forming an incubation mixture of beta-amyloid, physiological 
levels of human serum albumin and an antibody specific for a beta-amyloid epitope; 
incubating under conditions appropriate for the binding of antibody to antigen; and 
detecting the immune complex of amyloid and antibody. 
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On page 7 of Remarks filed November 15, 2007 Applicant traverses the rejection 
on the grounds that "the cited reference makes no teaching of the concentration of 
albumin in the context of the western blot assay where the immune complex between 
beta-amyloid and an anti-beta-amyloid antibody is formed." This has been fully 
considered but is not found persuasive for the following reasons. 

It should be noted that Applicant's claims do not require that this step be 
performed in the presence of physiological albumin. The reference quantifies the 
amount of beta-amyloid bound to human serum albumin via the use of a specific 
antibody (the 6E10 anti-A(3 antibody) and detects the complex via in vitro assay using 
gel electrophoresis and Western blot (Figure 4). The art teaches that beta-amyloid is 
bound to physiological concentrations of albumin before the steps of running on a 
gradient. Specifically, the plasma samples are incubated with iodinated A(3 in the 
presence of physiological concentrations of albumin as defined as nanomolar 
concentrations (pg. 32916, last paragraph). The formation of the incubation mixture 
comprising beta-amyloid, albumin and antibody, which the instant claims does not 
require to occur at physiological levels of albumin, is fulfilled at the level of the 
nitrocellulose blot of the Biere art. Therefore the prior art teaches a method comprising, 
providing beta-amyloid in the presence of physiological levels of human serum albumin, 
forming an incubation mixture comprising the beta-amyloid, the albumin, and the 
epitope-specific antibody (6E10), incubating under conditions appropriate for the binding 
of antibody to antigen and detecting the immune complex formed (Figure 4). Thus, the 
instant invention fails to distinguish over the prior art and the rejection is maintained. 
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1 0. As currently amended, Claims 85 and 86 are rejected under 35 U.S.C. 1 02(b) as 
being anticipated by Terryberry et al., Neurobiology of Aging, 19(3): 205-216 (1998) as 
evidenced by Bohrmann et al. (1999) (cited above). 

Claims are drawn to a method of forming an immune complex comprising 
providing beta-amyloid in the presence of physiological levels or up to 60mg/ml of 
human serum albumin; forming an incubation mixture of beta-amyloid, physiological 
levels of human serum albumin and an antibody specific for a beta-amyloid epitope; 
incubating under conditions appropriate for the binding of antibody to antigen; and 
detecting the immune complex of amyloid and antibody. 

The Bohrmann reference is relied upon to indicate that the physiological level of 
albumin in human serum at the time of filing is about 644 micromolar (Table 1), which is 
within the range as stipulated by claim 86, which recites "up to 60 mg/ml human serum 
albumin". 

The Terryberry prior art teaches detection of autoantibodies to beta-amyloid, and 
specifically epitope 1-42, in the sera and CSF of patients with neurodegenerative 
diseases (See Table 1, where the auto-antigen "BAP" is beta-amyloid peptide). 
Examiner asserts that it is inherent that these autoantibodies specific for the epitope 1- 
42 of beta-amyloid are formed in vivo according to steps (a) through (c) of the claimed 
method. Her in the prior art, this immune complex is formed within the patient by 
providing natively expressed beta-amyloid in the presence of "physiological levels" or 
"up to 60mg/ml" of human serum albumin, the serum or CSF of the patient fulfills the 
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requirement of an "incubation mixture" comprising the elements of beta-amyloid, 
albumin and epitope-specific antibody. Under these native conditions the autoantibody 
is capable of binding to the beta-amyloid antigen within the patient. Terryberry et al. 
perform the last active step of the method, detection of said autoantibody-antigen 
immune complexes, via in vitro EIA methods. Thus, the first three active steps of the 
instant method occur in vivo under native conditions and within the presence of 
physiological levels of albumin, and the fourth step of detection is performed in vitro as 
taught by the Terryberry methods. Therefore, the method of the instant claims does not 
distinguish over the method as taught by the prior art. 

Conclusion 

11. No claims are allowed. 

12. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to STACEY MACFARLANE whose telephone number is 
(571)270-3057. The examiner can normally be reached on M,W and ALT F 7 am to 
3:30, T & R 5:30 -5. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on (571 ) 272-091 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Stacey MacFarlane 

Examiner 

Art Unit 1649 
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Primary Examiner, Art Unit 1649 



